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TELECOPIER MESSAGE

MERCK RESEARCH LABORATORIES
REGULATORY AFFAIRS - DOMESTIC
FIVE SENTRY PARKWAY EAST, BLUE BELL, PA 19422

TO: | - Ms. Sandra Birdsong PHONE:  301-594-5334
Dr. Douglas Throckmorton

LOCATIQN: FDA, WOC2, HFD-110 FAX: 301-594-5494

FROM: ~ Michael C. Elia, PhD, DABT PHONE: 484 344-3180

LOCATION: BL A-20 FAX: 484 344-2516

DATE: 4/1/2002 PAGES including cover sheet: A 2 Pages

Special Comments:

NDA 20-386/S-028: COZAAR Tablets (Losartan Potassium)
Amendment to Pending Application

Please see the attached revised labeling for NDA 20-386/5-028: COZAAR
Tablets (Losartan Potassium):

- Cover Letter
- Annotated Label
- Table of Revisions

The Official Submission is being sent to the Division today, 4/1/02, via

Federal Express. 7{

Michael C. Elia, PhD, DABT
Director, Regulatory Affairs

CONFIDENTIALITY NOTE: This fax contains confidential information belonging to Merck & Co., Inc.
it you are not the intended recipient, any disclosure, copying of use of this fax is strictly prohibited,
and you should immediately notify the sender to arrange for return of the documents.

O/antelvelia/letterleDA!axS_-ozsﬂevised Labei-4-1-02.doc
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Michael C Blig, PhD. DABT . Merck & Co., Inc.
Director -~ BLA-20
Regulatory Affairs P0. Bax 4
: Wost Point PA 13485

Tel 484 344 3180
215 652 5000
April 1, 2002 ‘ : Fax484 344 2516

Email: michae!_etia®merck com

Douglas C. Throckmorton, M.D. — Acting Director =
Division of Cardio-Renal Drug Products ‘

¢/o Central Document Room

Food and Drug Administration

Ceater for Drug Evaluation and Research
12229 Wilkins Avenue

Rockville, MD 20852

Dear Dr. Throckmorton:
NDA 20-386/5-028: COZAAR™ Tablets (Losartan Potassium)
Amendment to 2 Pending Application

Reference is made to the above cited supplemental New Drug Application (sSNDA) submitted as an electronic
archive on November 9, 2001,

As indicated on the attached Form FDA 356h, this amendmen: provides for changes in the Labeling Section
of the pending supplemental New Drug Application for COZAAR™. The Statement of Organization
following this letter describes the sections contained in this application.

This submissions provides for revisions and corrections to our proposed labeling.

Please pote that the phrase: " has been removed from the proposed Indication.
The following is the proposed Indication in the original supplemental NDA:

. —_—
With this submission, the proposed Indication now reads:

S
T T e e e e ————

—

Upon further review, we noted some inconsistencies in both the Executive Summary (ES)
aud the Clinical Study Report (CSR). For example, some tables had data that did not
properly match the table title: in other places, there were inconsistencies with regard to the
information contained in a table relative 1o the corresponding text. Finally, references to the
terms “duration of treatment” and “duration of follow-up” have been clarified apd/or
corrected. Similar revisions have been made to each document. These revisions are outlined
in the table located in Item 20 of this submission. '
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Douglas C. Throckmorton, M.D. - Acting Director
NDA 20-386/5-028: COZAAR™ Tablets (Losartan Potassium)
Page 2

With this submission are the following items:

Labeling
I Labeling text
a. Proposed labeling text

Summary
L Annotated package circular

The Microsoft WORD version of the proposed labeling text is also supplied as PROPOSED.DOC within the
labeling folder on the Compact Disk (CD) provided.

This submission is formatted as required in Title 21 paragraph 314.50 of the Code of Federal Regulations
and is being submitted in accordance with the January 1999, Guidance for Industry = Providing Regulatory
Submissions in Electronic Format - NDAs. As an anachment to this letter, Merck Research Laboratories
(MRL), a Division of Merck & Co., Inc., is providing one Compact Disk (CD) which contains the
submission. All documents requiring signatures for certification are included as paper for archival purposes.

All the information is contained on one CD and is not more than® _ We have taken precautions to
ensure that the contents of the CD are free of computer viruses (Norton AntiVirus® 4.0, Symantec Corp.,
1991-1997) and we authorize the use of anti-virus software, as appropriate.

A list of reviewers from the Division of Cardio-Renal Drug Products who should be provided access to this
electronic submission on their deskiops may be obtained from Ms. Sandra Birdsong, Regulatory Project
Manager, Division of Cardio-Renal Drug Products.

We consider the filing of this amendment to be a confidential matter, and request that the Food and Drug
Administration not make its content, nor any future communications in regard to it, public without first
obtaining the written permission of Merck & Co., Inc.

We apologize for any inconvenience these errors have caused the Agency. Questions concerning this
supplement should be directed to Michael C. Elia, Ph.D., DABT (484-344-3180) or, in my absence, to
Bonnie J. Goldmann, M.D. (484-344.2383).

Sincerely,

T,C. 5 -

Michael C. Elis, Ph.D., DABT
Director, Regulatory Affairs
Enclosure: CD

Federal Express #1
Facsimile (cover letter, annotated label, Table of Revisions)

Desk Copy:  Ms. Sandra Birdsong, Regulatory Project Manager, WOC2, HFD-110
(cover letter, annotated label. Table of Revisions)
Federal Express #2
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Form wng:c 3:0 N; 0510-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expuration Date: Mpren 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Siptement on poce 2

: FOR FDA USE ONLY
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, APPLICATION NUMBER
OR AN ANTIBIOTIC DRUG FOR HUMAN USE ‘

(Titie 21, Code of Federal Requlstions, Parts 314 & 601)

APPLICANT INFORMATION N
NAME OF APPLICANT DATE ORSUBMISSION
Merck & Co., inc. 0/ #/7/ 200 2-
TELEPHONE NO. (:nciude Area Cooe) 484-344-3180 4 EACSIMALE (FAX) Number (mcude Arsa Cooe) 484-344-2516
APPLICANT ADDRESS (Number, Street. City. State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Wumber. Streel, City, Siate.
anc U.S. License number & previously issued). 2IP Code, telephone & FAX nymber) tF APPLICABLE
Sumneytown Pike, P.O. Box 4, BLA-20 Michael C. Elia, Ph.D.. DABT
West Point, PA 19486 Director, Regulatory Affairs
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (¥ previously issued) 20-386
ESTABLISHED NAME (e.9., Proper name, USPAUSAN name) PROPRIETARY NAME (trade name) IF ANY
Losartan Potassium COZAAR®
CHEMICAUBIOCHEMICAL/BLOOD PRODUCT NAME (d any) CODE NAME (7 any)
2-Butylsd-chioro- 1.{[Z~( 1 H-tetrazol-S-yi){ 1, 1'-biphenyl]-4-yijmethyf}-1 H-midazole-t-methanal,
, tassium satt
DOSAGE FORM: STRENGTHS ROUTE OF ADMINISTRATION:
Tablets - 25 mg. 50 mg Oral
(PROPOSED) INDICATION(S) FOR USE
Hypertension
APPLICATION INFORMATION
APPLICATION TYPE
{check ane) K. NEW DRUG APPLICATION (21 CFR 314 50} D ABBREVIATED NEW DRUG APPLICATION (ANDA. 21 CFR 314 84)
. O BIOLOGICS LICENSE APPLICATION (21 CFR Pant 801) ’
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE & 505 (Y D sos D
IF AN ANDA, OR $05(bX2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BAS!IS FOR THE SUBMISSION
Nome of Dryg tower of Approved Apphcaton
TYPE OF SUBMISSION {check one) £ ORIGINAL APPLICATION &umm TO A PENDING APPLICATION 0O RESUBMISSION
D PRESUBMISSION D annvaALREPORTY ) ESTABLSMMENT DESTRIFTION SUPPLEMENT D EFFICALY SUPPLEMENT
D LABELING SUPPLEMENT ) CHEMISTRY MANUS ACTURING AND CONTROLS SUPPLEMENT D oner

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIOE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT IDENTIFY THE APPROPRIATE CATEGORY o Jw . 3 OCBE- % O Pnor Aporoval (PA)
nasm:onswwssnou&/bz E’L 6 s 2!&’ é!: & ZE[- f—ZE . @ . f.‘d'ZE!c'sK . fZZ 2 ﬂ ég/. @é 5 ; @ 2R
PROPOSED MARKETING STATUS (check one) mm 0OUCT R) D R THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED l THIS APPLICATION S D PAPER a PAPER ARD ELECTRONIC [3 ELECTRONKC

ESTABLISHMENT INFORMATION (Full sstabiishment information should be provided in the body of the Application.)

Provide locations of 3l Manuiactunng. Packaging Bnd como!l et K Srug SUDTLINCE Y Ong Droduct (contmustian sheets may be used I necesiyry) INCUOs fame. So0ress,
COMICY, 184 PHONE MUMBE?, FegisTalion number (CF W) DMF nurnder. snd marnaciuryg siepe sndir type Of st (8.0 Find! 005308 1N, S1adaRy tE5Ng) CONCUCIES &t the SAE.
Pig 3¢ NSXEIt whtther g 544 §§ ready for NSOSCUON O € ACL Wi § wi Do reddY

Cross Reterences (lixt reisted License Applcationa, INDs. KOAs. PMAS, $10a s, IDEx. BMFa, and DWMFs reterenced in the current appication)

FORM FDA 358h (800} Crested by Meda ARSAUSDHNS (X01) &43-3434 EF
PAGE ¢
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2 Latenng {check ONe) {2 Oratt Ladeing {3 Fnal Primed Labeing

K. | 3. Summary (21 CFR 314.50 (c))

4. Chemisty section

A. Chemisty. manutactunng. and contols information {€.0.. 29 CFR 314.50(dX1). 21 CFR 6012)

B. Sampies (21 CIFIR 314.50 (eX{1); 21 CFR 6012 (3)) (Submit onty upon FDA'S request)

C. Methods vaiication package (8.5., 21 CFR 314.50(eX2Xi); 21 CFR 601.2)

5. Nonctinical phafmacology and thncoiogy section (e.9.. 21 CFR 314.50(dX2). 21 CFR 6012)

6. Human pharmacokinatics and bicavaitabifity secdon (8.5.. 21 CFR 314.50(d)X3): 21 CFR 601.2)

| 7. Ciiracal Mxobiology (€.6.. 21 CFR 314.50{0X4))

8. Ctnuical g2t secton (e.g.. 21 CFR 314.50{a)X5). 29 CFR 601.2)

9. Satsty updats repont (€.5.. 21 CFR 314.50(0X5XviXd). 21 CFR 601.2)

10. Satsicat secvon (e.g.. 21 CFR 314.50(dX6). 21 CFR 601.2)

11. Case report tabutabons (e.g.. 21 CFR 314.50(1X1): 21 CFR 6012)

12. Case report torms (6.0.. 21 CFR 314.50 ({2); 21 CFR 601.2) *

13. Patent informution on gny patent whueh elams the arug (21 U.S.C. 355(d) or () -

14. A patent certihcation with respect 10 any patent which Gams the arug (21 U.S.C. 355 (dX2) or OX2XA))

15. Estabushment gescnption (21 CFR Pan 600, ¥ applicadie)

16. Debarment certficaton (FD&C At 306 (kX1))

17. Field copy emrtification (21 CFR 314.50 (xX3))

18. User Fee Cover Sheet (Form FDA 3397)

18. Finanaial intormation (21 CFR Part 54)

. | 20. OTHER (Specity) £, ~Kay. . - . facsS A £ LoisTins

CERTIFICATION <

| apree to update this apPECIRON With new Safety informaton adout the produtt that may reasonably sffect the statoment of contr i NG Kabons,
WRIMINGS, Precautions, or agverse reactons in the draft labekng. | apree 1o sybMt safety UDAate rEPOMS as provided for by regulation or 35 reces
by FDA. ff thus gpokcation is 3pproved. | agres 1o comply with alt applicabee laws gnd reguiatons that apply 1 aporoved applcavons, nciucks,
no! imited 1o the folowing:

1. Goog manutacturing practice reputatons in 21 CFR Parts 210, 211 or applicable regulations. Parts 606, anasor 820.

2 Biological esiablishment standards in 21 CFR Pant 600.

3. Labdeling reguiations in 21 CFR Party 201, 606. 610. 660, snavor B09.

4. tn the case of @ prescripbon drup or bioKgItal Product, DresaErbon onug Bdvertsing reguiations in 21 CFR Part 202.

5. Reguiations on making changes o 3ppkcaton n FDAC Azt Secbon 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and §01.12.

€. Roguiations on Reports in 21 CFR 314.80, 314.91. 600.80, sng 600.81.

7. Local, stats and Federal smaronmenta! smpact isws.
¥ this application appies to & drug product that FDA has proposed for scheculng under the Controlied Subatancos ALL | agree not to market the
produet until the Dryg Enforcement ASministrabon makes 3 fng! s2nedulrmg Socsion.
The ¢at3 and information in this submission have been reviewed and. 1 the best of My knOowiedge are certified t be tue and acCUrle.

Werning: A wilttutly faise stxtiement ig 8 crminal offerse. U.S. Cove. e 18, secton 1001.

RES . OR AGENT TYPED RAME AND TIMLE DATE
yﬂwc Micnael C. Ela PnD, DAST 01 AP 2002

ADDRESS (Sreet. Cxy, Siate, and /P Come) Telaohone Number
Sumneytown Pike, P.O. Box 4, BLA-20 (484) 344-3180
West Pomt PA 18486

Public reporting burden for this colisction of formation 8 sstmald b 3Vrage 24 hOUrs Per resPonss, INCluding the Bme Or rEvowsr
MSTUCHOns, searching existing data sourcms, SThavg and Famteneyg the Gaa needed, Bnd completng snd reviewng the coliection
nformation. Sens cOmments regarting Fus DUrten ESITN O any other axpect of thia coliechion of intormation, INCUGING sugoeshans for reducir
this burden to:

Oepartment of Health and Human Seross Mwmwmuw.amamsm
Food and Dryg Agminstraton requrred to reepond 1o, 8 collection ¢f information uniless #
CBER, HFM-29 Gupiays a QuTently valid OME conuol numder.

1431 Rockville Pike
Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2



Proposed Text of Labeling
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Z ~__pages redacted from this section of
the approval package consisted of draft labeling




Previously Approved Labeling

Not applicable; there are no other drugs approved for the treatment of type 2
diabetic nephropathy.
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Food and Drug Administration
Rockville, MD 20857
NDA 20-386/S-028
Merck & Co., Inc.

Attention: Michael C. Elia, Ph.D., DABT
Sumneytown Pike

P.O. Box 4, BLA-20

West Point, PA 19486

Dear Dr. Elia:

We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: COZAAR (Losartan Potassium) Tablets

NDA Number: 20-386

Review Priority Classification: Priority (P) )
Supplement number: S-028

Date of supplement: November 9, 2001

Date of receipt: November 13, 2001

Unless we notify you within 60 days of the receipt date that the application is not sufficiently complete to
permit a substantive review, this application will be filed under section 505(b) of the Act on

January 12, 2002 in accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date
will be May 13, 2002.

* All communications concerning this supplement should be addressed as follows:

U.S. Postal Service:

Center for Drug Evaluation and Research

Division of Cardio-Renal Drug Products, HFD-110
Attention: Division Document Room

5600 Fishers Lane

Rockville, Maryland 20857

Courier/Overnight Mail:
Food and Drug Administration

. Center for Drug Evaluation and Research
Division of Cardio-Renal Drug Products, HFD-110
Attention: Division Document Room
1451 Rockville Pike
Rockville, Maryland 20852
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NDA-20-386/S-028
Page 2

If you have any questions, please call:

Mr. Edward Fromm
Regulatory Project Manager

(301) 594-5313
Since7l§y7urs,

Natalia A. Morgenstern

Chief, Project Management Staff
Division of Cardio-Renal Drug Products
Office of Drug Evaluation 1

Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Natalia Morgenstern
11/20/01 03:12:54 PM



